Effects of gonadectomy and sex hormones on the induction of hepatic CYP4A by clofibrate in rats.
The effects of sex hormones on the induction of hepatic CYP4A by clofibrate were examined in intact and gonadectomized rats of both sexes by measuring the activity of lauric acid omega-hydroxylation (LAH). Although the specific activity of LAH is the same in both sexes, only in male rats, was the activity significantly increased by administration of clofibrate. In female rats, ovariectomy or testosterone treatment resulted in an enhanced response to clofibrate, similar to that observed in male rats. In ovariectomized female rats, the effect of clofibrate was decreased by estradiol. In orchiectomized male rats, testosterone had no effect on the induction of LAH by clofibrate and estradiol suppressed induction. Changes in LAH activities co-related well with those in CYP4A proteins and CYP4A1 mRNA. These results suggest that some factors associated with female sex hormones were involved in the suppressive regulation of CYP4A induced by clofibrate.